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DETAILED ACTION 
Priority 

1 . The instant application is a national stage entry of PCT/HU04/00077 filed July 1 6, 2004, 
which claims foreign priority to Hungarian Patent No. P 0302219, filed July 16, 2003. 



Information Disclosure Statement 
2. The information disclosure statement (IDS) submitted on December 6, 2005 was in 
compliance with the provisions of 37 CFR 1.97 and 37 CFR 1.98. The IDS document was 
considered. A signed copy of form 1449 is enclosed herewith. 



Specification 

3. The following guidelines illustrate the preferred layout for the specification of a utility 
application. These guidelines are suggested for the applicant's use. 

Arrangement of the Specification 

As provided in 37 CFR 1.77(b), the specification of a utility application should include 
the following sections in order. Each of the lettered items should appear in upper case, without 
underlining or bold type, as a section heading. If no text follows the section heading, the phrase 
"Not Applicable" should follow the section heading: 

(a) TITLE OF THE INVENTION. 

(b) CROSS-REFERENCE TO RELATED APPLICATIONS. 

(c) STATEMENT REGARDING FEDERALLY SPONSORED RESEARCH OR 

DEVELOPMENT. 

(d) THE NAMES OF THE PARTIES TO A JOINT RESEARCH AGREEMENT. 

(e) INCORPORATION-BY-REFERENCE OF MATERIAL SUBMITTED ON A 

COMPACT DISC. 

(f) BACKGROUND OF THE INVENTION. 

(1) Field of the Invention. 

(2) Description of Related Art including information disclosed under 37 CFR 1.97 
and 1.98. 

(g) BRIEF SUMMARY OF THE INVENTION. 
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(h) BRIEF DESCRIPTION OF THE SEVERAL VIEWS OF THE DRAWING(S). 

(i) DETAILED DESCRIPTION OF THE INVENTION. 

(j) CLAIM OR CLAIMS (commencing on a separate sheet). 

(k) ABSTRACT OF THE DISCLOSURE (commencing on a separate sheet). 

(1) SEQUENCE LISTING (See MPEP § 2424 and 37 CFR 1.821-1.825. A "Sequence 
Listing" is required on paper if the application discloses a nucleotide or amino 
acid sequence as defined in 37 CFR 1.821(a) and if the required "Sequence 
Listing" is not submitted as an electronic document on compact disc). 

Content of Specification 

(a) Title of the Invention : See 37 CFR 1 .72(a) and MPEP § 606. The title of the 
invention should be placed at the top of the first page of the specification unless 
the title is provided in an application data sheet. The title of the invention should 
be brief but technically accurate and descriptive, preferably from two to seven 
words may not contain more than 500 characters. 

(b) Cross-References to Related Applications : See 37 CFR 1.78 and MPEP § 201.11. 

(c) Statement Regarding Federally Sponsored Research and Development : See MPEP 
§310. 

(d) The Names Of The Parties To A Joint Research Agreement : See 37 CFR 1.71(6). 

(e) Incorporation-By- Reference Of Material Submitted On a Compact Disc: The 
specification is required to include an incorporation-by-reference of electronic 
documents that are to become part of the permanent United States Patent and 
Trademark Office records in the file of a patent application. See 37 CFR 1 .52(e) 
and MPEP § 608.05. Computer program listings (37 CFR 1.96(c)), "Sequence 
Listings" (37 CFR 1.821(c)), and tables having more than 50 pages of text were 
permitted as electronic documents on compact discs beginning on September 8, 
2000. 

(f) Background of the Invention : See MPEP § 608.01(c). The specification should 
set forth the Background of the Invention in two parts: 

(1) Field of the Invention : A statement of the field of art to which the 

invention pertains. This statement may include a paraphrasing of the 
applicable U.S. patent classification definitions of the subject matter of the 
claimed invention. This item may also be titled "Technical Field." 



(2) Description of the Related Art including information disclosed under 37 



CFR 1.97 and 37 CFR 1.98 : A description of the related art known to the 
applicant and including, if applicable, references to specific related art and 
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problems involved in the prior art which are solved by the applicant's 
invention. This item may also be titled "Background Art." 

(g) Brief Summary of the Invention : See MPEP § 608.01(d). A brief summary or 
general statement of the invention as set forth in 37 CFR 1.73. The summary is 
separate and distinct from the absfract and is directed toward the invention rather 
than the disclosure as a whole. The summary may point out the advantages of the 
invention or how it solves problems previously existent in the prior art (and 
preferably indicated in the Background of the Invention). In chemical cases it 
should point out in general terms the utility of the invention. If possible, the 
nature and gist of the invention or the inventive concept should be set forth. 
Objects of the invention should be treated briefly and only to the extent that they 
contribute to an understanding of the invention. 

(h) Brief Description of the Several Views of the Drawing(s) : See MPEP § 608.01(f). 
A reference to and brief description of the drawing(s) as set forth in 37 CFR 1.74. 

(i) Detailed Description of the Invention : See MPEP § 608.01(g). A description of 
the preferred embodiment(s) of the invention as required in 37 CFR 1 .71 . The 
description should be as short and specific as is necessary to describe the 
invention adequately and accurately. Where elements or groups of elements, 
compounds, and processes, which are conventional and generally widely known 
in the field of the invention described and their exact nature or type is not 
necessary for an understanding and use of the invention by a person skilled in the 
art, they should not be described in detail. However, where particularly 
complicated subject matter is involved or where the elements, compounds, or 
processes may not be commonly or widely known in the field, the specification 
should refer to another patent or readily available publication which adequately 
describes the subject matter. 

(j) Claim or Claims : See 37 CFR 1.75 and MPEP § 608.01(m). The claim or claims 
must commence on separate sheet or electronic page (37 CFR 1.52(b)(3)). Where 
a claim sets forth a plurality of elements or steps, each element or step of the 
claim should be separated by a line indentation. There may be plural indentations 
to further segregate subcombinations or related steps. See 37 CFR 1.75 and 
MPEP § 608.01(i)-(p). 

(k) Abstract of the Disclosure : See MPEP § 608.01(f). Abrief narrative of the 

disclosure as a whole in a single paragraph of 150 words or less commencing on a 
separate sheet following the claims. In an international application which has 
entered the national stage (37 CFR 1.491(b)), the applicant need not submit an 
abstract commencing on a separate sheet if an abstract was published with the 
international application irnder PCT Article 21 . The abstract that appears on the 
cover page of the pamphlet published by the International Bureau (IB) of the 
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World Intellectual Property Organization (WIPO) is the abstract that will be used 
by the USPTO. See MPEP § 1893.03(e). 

(1) Sequence Listing. See 37 CFR 1.821-1.825 and MPEP 2421-2431. The 

requirement for a sequence listing applies to all sequences disclosed in a given 
application, whether the sequences are claimed or not. See MPEP § 2421.02. 

4. The disclosure is objected to because of the following informalities: The following 

spelling errors: 



Page 2: 


Line 1 : 


enzime = enzyme 


Page 3: 


Line 9: 


advantegeous = advantageous 




Line 1 1 : 


hydroxi = hydroxy 




Line 13: 


amorf= amorphous 




Line 17: 


looose = lose 




Line 20: 


solvat = solvate 


Page 7: 




continously = continuously 




Line 13: 


measurment = measurement 




Line 14: 


avarage = average 


Page 10: 


Line 20: 


inflammantion = inflanmiation 


Page 11: 


Table 1: 


acut = acute 


Page 12: 


Line 1: 


oxigenated = oxygenated 


Page 13: 


Line 9: 


limitaton = limitation 




Line 20: 


hidrochloride = hydrochloride 


Page 14: 


Line 19: 


hydroxi = hydroxy 




Line 28: 


disolved = dissolved 



- All instances of prostaglandine = prostaglandin 
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- All instances of antiinflammatory = anti-inflammatory 

This list may not include all spelling errors within the specification. It does not include all 
grammatical errors. Appropriate correction is required. 

Claim Objections 

5. Claims 6 and 10 are objected to because of the following informalities: Claim 6 recites 
the phrase, "solvates compounds." Claim 1 1 recites the phrase, "pharmaceutical composition." 
There is a lack of noun agreement. It should read, "solvate compounds" in claim 6 and 
"pharmaceutical compositions" in claim 10. Appropriate correction is required. 

Claim Rejections - 35 USC § 112 
(First Paragraph) 

6. Claims 1-14 are rejected under 35 U.S.C. 1 12, first paragraph, because the specification, 
while being enabling for making the solvates of Formula (I), does not reasonably provide 
enablement for using these solvates. The specification does not enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to use the invention 
commensurate in scope with these claims. 
The Nature of the Invention 

The nature of the invention is the solvates of compounds of Formula (I). 
The State of the Prior Art and the Predictability or lack thereof in the art 

Active pharmaceutical ingredients are frequently delivered to the patient in the solid-state 
as part of an approved dosage form (e.g., tablets, capsules, etc.). Solids provide a convenient. 
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compact, and generally stable format to store an active pharmaceutical ingredient or a drug 
product. Understanding and controlling the solid-state chemistry of active pharmaceutical 
ingredients, both as pure drug substances and in formulated products, is therefore an important 
aspect of the drug development process. Active pharmaceutical ingredients can exist in a variety 
of distinct solid forms, including polymorphs, solvates, hydrates, salts, co-crystals, and 
amorphous solids. Each form displays unique physicochemical properties that can profoundly 
influence the bioavailability, manufacturability purification, stability, and other performance 
characteristics of the drug. Hence, it is critical to understand the relationship between the 
particular solid form of a compound and its fimctional properties. 

For ionizable compounds, preparation of salt forms using pharmaceutically acceptable 
acids and bases is a common strategy to improve bioavailability. However, the preparation of 
other solid forms such as polymorphs, solvates, and hydrates, are not so common to be 
predictable. In order to obtain patent protection on these forms, some of which may have 
significantly different properties and relevance as development candidates, it is essential to 
prepare them, identify conditions for making them, and evaluate their properties as valuable new 
pharmaceutical materials. A large number of factors can influence crystal nucleation and growth 
during this process, including the composition of the crystallization medium and the processes 
used to generate super-saturation and promote crystallization (Morissette et al. Advanced Drug 
Delivery Reviews 2004, 56, 275-300). Therefore, for these reasons, the state of the prior art is 
one of unpredictability. 

As stated above, crystalline solids can exist in the form of polymorph, solvates or 
hydrates. "Phase transitions such as polymorph interconversion, desolvation of solvate. 
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formation of hydrate, and conversion of crystalline to amorphous form may occur during various 
pharmaceutical processes, which may alter the dissolution rate and transport characteristics of 
the drug. Hence, it is desirable to choose the most suitable and stable form of the drug in the 
initial stages of drug development" (Vippagunta et al., abstract, Vippagunta, Sudha R. 
"Crystalline Solids." Advanced Drug Delivery Reviews 48(2001): 3-26.) In further discussing 
the predictability of the formation of solvates, Vippagunta et al. discloses that "predicting the 
formation of solvates or hydrates of a compound and the number of molecules of water or 
solvent incorporated into the crystal lattice of a compound is complex and difficult. Each solid 
compound responds uniquely to the possible formation of solvates or hydrates and hence 
generalizations cannot be made for a series of related compounds" (page 18, section 3.4). 
The Amount of Direction or Guidance Present and Presence or Absence of Working Examples 

The direction given in the specification is the preparation of various solvates of the 
Formula (1). This disclosure does not enable one to use solvates of each embodiment of the 
instantly claimed compound. It is not discussed which specific compounds can exist in these 
forms successfiilly. Finally, there are no working examples present in the disclosure for the use 
of solvates. 

The Breadth of the Claims 

The instant claims include solvates of compound of the Formula (1). 
The Quantity of Experimentation Needed and the Level of Skill in the Art 

While the level of skill in the pharmaceutical arts is high, it would require undue 
experimentation for one of ordinary skill in the pertinent art to prepare any solvate of the 
compounds of Formula (I). The science of crystallization has evolved such that, without 
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guidance or working examples in the specification for the use of the aforementioned solvates, the 
claims lack enablement. 

(Second Paragraph) 
The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

7. Claims 6-9 are rejected under 35 U.S.C. 1 12, second paragraph, as being indefinite for 
failing to particularly point out and distinctly claim the subject matter which applicant regards as 
the invention. It is not clear if steps a) and b) in the processes of claims 6 and 9 are alternative 
steps in which either a) or b) occurs, or if they are consecutive steps, in which both a) and b) 
occur. 

Claim Rejections - 35 USC § 101 

35 U.S.C. 101 reads as follows: 

Whoever invents or discovers any new and useful process, machine, manufacture, or 
composition of matter, or any new and useful improvement thereof, may obtain a patent 
therefor, subject to the conditions and requirements of this title. 

8. Claim 10 is rejected under 35 U.S.C. 101 because the claimed invention is directed to 
non- statutory subject matter. 

Claim 10 is drawn to the use of compounds of the formula (I) claimed in any of claims 1- 
5 for producing pharmaceutical compositions for treatment of osteoarthritis and rheumatoid 
arthritis and surgical and primary dysmenorrheal pains. It is unclear what method/process 
Applicant is intending to encompass. A claim is indefinite where it merely recites a use without 
any active steps delimiting how this use is actually practiced. 

Claims 10 is rejected under 35 U.S.C. 101 because the claimed recitation of a use. 
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without setting forth any steps involved in the process, results in an improper definition of a 
process, i.e., results in a claim which is not a proper process claim under 35 U.S.C. 101. See, for 
example. Ex parte Dunki, 153 USPQ 678 (Bd.App. 1967) and Clinical Products, Ltd. V. 
Brenner, 255 F. Supp. 131, 149 USPQ 475 (D.D.C. 1966). 

Claim 10 is also rejected under 35 U.S.C. 1 12, first paragraph. Specifically, since the 
claimed invention is not supported by either a substantially asserted utility or a well established 
utility for the reasons set forth above, one skilled in the art clearly would not know how to use 
the claimed invention. 

Claim Rejections - 35 USC § 102 
The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the basis 
for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign 
country or in public use or on sale in this country, more than one year prior to the date of 
application for patent in the United States. 

9. Claims 1-2 and 1 1-14 are rejected under 35 U.S.C. 102(b) as being clearly anticipated by 

Yuan et al. [Yuan, Josh J., Disposition of a Specific Cyclooxygenase-2 Inhibitor, Valdecoxib, in 
Human. Drug Metabolism and Disposition, 30(9) (2002) 1013-1021.] 

Instant claims 1 and 2 are clearly anticipated by the form disclosed on page 1016, Figure 
5, and page 1018, column 2, paragraph 2, form M2. Although the solvate form is not explicitly 
disclosed in the reference, the metabolite was identified in aqueous solution form in figure 5, the 
solution being urine. This inherently points to the hydrate form of the compound. Instant claim 
1 1 is anticipated by the dosage forms disclosed in Yuan et al,. which discuss the composition 
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form of the compounds. Additionally, instant claims 13 and 14 are anticipated by the disclosure 
on page 1013, paragraph 1, which discusses the relief of signs of symptoms of osteoarthritis and 
adult rheumatoid arthritis and for the treatment of primary dysmenorrhea, which can be 
administered by the compounds and compositions of the formula (I). 

Conclusion 

10. No claims are allowed. 

1 1 . Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Samantha Shterengarts whose telephone number is (571)270- 
5316. The examiner can normally be reached on Monday thru Thursday 9-6pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Mr. Joseph K. McKane can be reached on 571-272-0699. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would 
like assistance from a USPTO Customer Service Representative or access to the automated 
information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/Samantha L. Shterengarts/ /Kamal A Saeed, Ph.D./ 

Examiner, Art Unit 1626 Primary Examiner, Art Unit 1626 



